AMENDMENT AND RKSl»ONSE Fige 5 

^rid Number: 1 0/683,803 OJci: 



Argaiiiiitts/Reiiiark^ 



Appl icant has camMly re¥ie\wi and considered the explanation of the 
2/20/07 Advisoi^^ Action and offers Ae following remarks. Applicants fiirther 
gratefully acknowled^ that the earlier 102 rejections have b^n withdrawn. 

The claims Imve bam amended a$ shown above. Presently amendi^ 
cMm cMm h 13« 14 Claims 12 mi 14 have been cancelled. 
€%mn% pcnuim didms are claims 1*11, 13^ lS-17. Applicant has added the 
phmse **olive vegetrtion wator^* to claims 1, 13 md 16. This phrase is supported 
in the specification in paragmph 0022. Applicant offers the following remarks 
regarding the Advisory Action: 

Objection to the Claims 

The Advisory Action objected to method claim 15 dependiiig ftom 
composition claim 3, The urtdempi^ mgpsis the tjTpogn^hical erron The 
dependoiq^ has b^ coiti^;^ to kdepaident method claim 13 as indicated 
ak>¥e. Thmsfore^ this objection myay be considered moot 

35 use §112. First Pmr&gtap^ Wtittm Dmription 

The Advisory A^on ejected claims 13 mid 16 tmder paragraph 1 for lack 
of written description of *^e entire genus of metalM^lic disorders of glucose 
metabolism** (claim 13) or metabolic disorders of glucose utilization (claim 16)* 
The Ad visory Action also considered tiie phrase in claim 13 to be redundant and 
not delineating v^hm disorders are encompassed. 

In contrs^t^ a previous Office Action noted that thi«e exjamples pertmn to 
the use of a diabetic ocpcdmentai rat and tiie administration of a com|K>sition 
falling within tiie scope of that datnie4 ^^^M^h encompa^ "'"metabolic disorder 
of glucose utilization.'' And in response^. Applicant amended tiie language in 
clairns 13 mi l6 tOfelfect such "^metabolic disonfeis/* 
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In further ooMideration of both Actions, Applicant has amended claim 
13 to state **glucD$e ntiization/' Therefore, Applicant believes that this pound 
for fejeetion may be wiflidrawi- If this is not the case* perhaps a teleconference 
would be beneficial. 



35 use §103 

t The Office Action rejected claims 1-6 and 8 as unpatentable over Crandall 
in light of Saijt, and further in view of Cavazza (WO 00/1 1 968), 

Applicant has amended claim 1 to '*olive vegetation water polyphenols". 
The Crandall reference only mentions olive oil, not olive vegetation water. The 
Saija refereiKe does not discuss tl^ composition of olive vegemtion water, just 
olives and olive oil. Saja test^ only piire hydroxytyrosol and oleuropein. The 
Saija i^e^nce does not teach or sugg^ hydroxy^sol in a mixtuie of olive 
vegetmion wato* polyphenols to improve the antioxidant status. Therefore, the 
combination of refeiroces cannot be relied iqpon to teach the combination of 
carnitine and olive vegetation water hydroxytyrosol-containing polyphenols. 
Therefore, this pound for rejection should be withdrawn. 

IL The Office Action rejected claims Claims 1-1 1, 13 and 15-17 as 
unpatentable over Cavaz^^ (USPN 6365,622) or Cavaaza (WO 00/11968) in 
view of Saija alone and cited to reasons of rea)Ki at pages 17-20 of tte previous 
Office Action. To rei^i^ tihe Cavam patent was delved from the PGT 
application of ^ch the second Cavazza refei^nce is the publication. Cavazza 
discloses the use d carnitine and lipoic acid. In tbis instance, Saija is applied 
separately for its t^cMi^iJs of tiie anti^oxldant effects of oleuropein and 
hydro5Q*jfrosoL 

Applicant has amended claims 1^ 13 and 16 to claim olive vegetation 
water polyphenols. Cavazza also teaches that carnitine is a nattiral constituent 
of animal systems and ocerts **stabili2ing effects on cellular phospholipid 
membranes*" (Coi 1, lin^ 44-45) Cavazza teaches with regard to lipoic acid, 
anotiier compoimd present in animal systems, that it 'performs an important 
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regulatory function on carbohydraie metabolism and insulin activity" (Col. 2, 
lines 31-33) and "an antioxidant effect [that is] either direct or indirect, via 
restoration of glutathione and ascorbic acid concentrations." (Col. 2, lines 59- 
61) Lipoic acid may work by inhibiting 'nhe activation of the nuclear 
transcription factor (NF-kB) by reactive oxygen species (ROS), thus* in turn, 
inhibiting the associated cascade of neurotoxic cytotoxic factors.'' (Cot. 3, lines 
6-9) Cavazza states (Cols, 3-4) the following: '^Surprisingly it has been found 
that a composition comprising as its characterizing components a combination 
of (a) acetyl LHcamitine or a pharmacologically acceptable salts thereof, and (b) 
a-lipoic acid...*' While Cavazza teaches that various forms of carnitine are 
usable in the invention, it does not provide in any way for addition, replacement 
or substitution of lipoic acid. In fact, Cavazza at^butes otiier advantages to 
lipoic acid which appear to be separate from the antioxidant property, which 
could contribute to the synergistic effect of lipoic acid with carnitine, including 
regulation of glucose utilization acting as a coenzyme in the oxidative 
decarbohydroxylation of pyruvate and otiiar a*ketoacids and of insulin activit>% 
and inhibition of aldose reductase activate by hyperglycemia (CoL 2, lines 40- 
65). Thus» to obtain a similar effect with carnitines^ one of ordinary skill in the 
art would search for not just any antioxidant (of the numerous ones available), 
but one regulating glucose utilization, etc. 

There is no reason in the art to assume tiiat hydroxytyrosol would in 
combination or as substitute provide the same '^'s>7iergistic'' effect as lipoic acid. 
In fact, a synergistic effect indicates abnormal effect(s) not routinely fotmd. 
Therefore, a routine substitution of any antioxidant would not be expected to 
have the same effect. Also» the claims cover a mixture of olive vegetation water 
polyphenols, which is not disclosed in Saija. Therefore, it is believed that tiiis 
ground for rejection can be witihidrawn* 

Therefore, Applicant believes timt a j7r/imi;/!2rfe case of obviousness has 
not bMU proved and r^uests that the rejection be withdrawn. 



Amendment Am Bm^mm 

Serial l^bcn tOM3,SS03 



Judicially Cit^ed Obviomng^s Dbiible Patenting 

The Office Actioii ^ted Hmt the claims are obvious over the inventor^s 
four prior patettts {6157308; 641680$; 6165475 and 6936237). Upon allowance 
of any clakiii AppUi^tagr^^ to execute te^ disclaimers for these patents. 



Applicant believes that all grounds for rejection have been addressed and 
overcome. A notice of allowance is respectfully requested. If it would further 
the prosecution of this application or there is a need for any clarification, the 
Esammer is request^ m telephone at 480-34^7745 the undersigned to r^ch 
agreonent and dis^sal of tfak cjs^e. 



CONCLUSION 



Respectfiiily submitted. 
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